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Claims 

1. A compound of formula (I) as defined below: 



5 




10 



15 



TZ * — - carbocyc.,1, beterocy* - — - 

heteroc :r^, — - «r* t ns 

oiiv filled to an unsaturated, partially 
heterocyclyl group is ophonally fused 
unsaturated or fully saturated five to seven numbered ring 
^oto threeheteroatoms, ^ ^ . s 

wherein each R may be the same or ui 



20 

and wherein 



Zc,« « orally incorporates - - - — 
selected from the group eousisfing of -O-, -C(0>, -N(R >, -*» 

Z «* r2 ™* * same 01 " 

25 as definedbelow; heteI0cyclyl group is optionally 

the C,.n alkyl, earboeyclyl, or heterocycly gr P 
sub stituted by one or more of halogen, haloalkyl, OR £££ 
CN, NRV. NR 2 COR 2 , N^OmV, NR 2 COR NR CO*, 
CO* 2 COR 2 , Corf, S(0) 2 R 2 , SOm„ S(0)R 2 , SO2NR R . 
COaR.CUK, 2 be ^ same „r different and 

NR ; S(0)2R 2 ; wherein each R may oe 

is as definedbelow and 
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the carbocyclyl, or heterocyclyl group is optionally substituted by 
one or more C1-12 alkyl, 
each saturated carbon in the optical fused ring is -? 
in depe„dent,y —a by =0. ■* =™HR 2 , NNR R , =K-OR 
5 =NNHCOR 2 , =NNHC0 2 R 2 , =NNS 02 R 2 , or =NR 2 , wherem each R may 

be the same or different and is as defined below, and 
each substitute nitrogen atotn in R is optional substituted by R , 
COR', SO* 2 or C0 2 R 2 , wherein each R 2 and R 3 may be me same or 
different and is as defined below, 

2 • u a r alkvl or aryl optionally substituted by one or more of 

10 R is hydrogen , Ci-12 alKyi or aryi, xto 4t»4 

C,, naiogen, C M „». OR*, SR<, NOa, CN N** . 

m <COR\ NR'CONRV, NtfOOR*. mW, COaR. COR. 
CONR< 2 , «OWe. SONHa, S(0) R ', SOa rf, HrW. 
the C,,a aficyl group optional incorporates one or two — 
15 selected from me group consisting of -0-, -N<R<>, -SCO- and -SWK 

wherein each R< may be the same or different and is as definedbeiow ; 
R 3 is c alkyl or aryi, optional,, —ted by one or more of Cm ^1, 

baloger, Cm OK*. «*. <*• ^""^ 

NR ^COmV,NR^OR\NRW,C0 2 R 1 ,C0^,C0NRa,S(0) 2 R , 

SONHa S(O)R 4 ,S0 2 NRV,NR 4 S(0)aR 4 , wherein theC,,aalkyl group 

optionally incorporates one or two inserfions seiected from tine group 

consisting of -O-, -N(R J >, -SCO and -S(Oa)-, wherein each R may 

the same or different and is as defined below; 

R 4 is hydrogen, C, jalkyl, or C w baloalkyl; 

is Oh, alkyl, C,,a alkenyl, Cata alkynyl, carbocyclyi or heterocyclyl, 
each of which is optionally substituted, wherein: 

me optionally substituted carbocyclyl or heterocyclyl group .s 
optionally fused to one to three unsaturated, partially unsaturated 
or fully saturated five to seven membered rings containing zero to 
three heteroatoms, 

each substitutable carbon atom in R\ including the optional fused 
ring, is optionally and independently substituted by one or more 
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o f c„ 2 m. C3-, c,„ ~« n ?:- 

beteroaryl halogen, haloalKyl. OR 2 , SR , 

odnrV. sco)**, sonh, s ( o)R 2 , so 2 nr 2 r , NR SJW . 

herein each R 2 may be the same or different and ,s as defined 

above and wherein: 

the C,.„ alkyi group optionally incorporates one or two 
insertions selected from the group consistmg of -O-, - 
C(0>, -N(R 2 )-, -SCO)- and -S(0 2 >, wherein each R may 
be the same or different and is as defined above; 
the Cm, allcyl, C M2 eycloalkyl, C, B heterocycloalkyl, 
^, or heteroaryl gronps are optionally substituted by one 
or more of halogen, haloafcyl, OR 2 , SR . N0 2 , CN 
NRV, NR 2 COR 2 , NR 2 CONR 2 R 2 , NR 2 COR 2 , NR CO*, 
CO* 2 COR 2 , CONR 2 R 2 , S(0)* 2 , SONH 2 , S(0)R , 
SOj NR 2 R 2 , NR 2 S(0) 2 R 2 , wherein each R 2 may be the 
same or different and is as defined above; and 
te C , 12 cycloaUcyl, C w2 heterocycloalkyl, aryl, or 
heterearyl gronps are optionally snbstitnted by one or 
more Cu alkyi groups; 
each samrated carbon in RS including the optional fused ring, .s 
^ optionally and independent,, *«- * 
NNK^ =N-OR 2 , =NNHCOR 2 , =nnhco 2 r 2 , =NNS0 2 R , or 
=NR 2 . wherein each R 2 may bo me same or different and is as 
defined above; and 

2:5 . in "R ' is ontionally substituted by 

each substitutable nitrogen atom mR is option y 

R 3, COR 2 , SC,R 2 or CC 2 R 2 wherein each R and R may be the 

same or different and is as defined above; 

C alkvl carbocyclyl or heterocyclyl, each of which is 
30 R" is hydrogen, C1-12 aiKyi, caruu^j j 

optionally substituted, wherein: 
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U,e said carbocyclyl or heterocyclyl is optional* fused to one to 
te ee unsaved, partial!, unsaturated or folly saturated five to 
seven membered ring containing zero to three heteroatoms, 
each substitute carbon atom in R» including the optional 
fused ring, is optionally and independenUy substituted by one or 
more of C, K alkyl, C,n cycloalkyl, Cm, heterocycloalkyl, ary , 
heteroary., halogen, haloalky., OR 2 , SR 2 , NO, CN NRR . 
NK 2 COR 2 , NR 2 CONR 2 R 2 , NR 2 COR 2 , NR 2 C0 2 R , CO,R , COR , 
CONR 2 R 2 , S(0) 2 R 2 , SONH2, S(0)R 2 , SO, NR 2 R 2 , NR SCO^R 
wherein each R 2 may be me same or different and is as defined 

below and wherein: 

the C,.„ alkyl group optionally incorporate one or two 
insertions selected from the group consisting of -O-, - 
C(OK -N(R 2 )-, -S(0> and -S(0 2 )-; 
the Cwa alkyl, C,u cycloalkyl, C«2 heterocycloalkyl, 
ary, and heteroaryl groups are optionally substituted by 
one or more of halogen, haloalkyl, unsaturated or partly 
saturated cycloalkyl, aryl, or heteroaryl, OR 2 , SR 2 , NO, 
CN NR 2 R 2 , NR 2 COR 2 , NR 2 CONR 2 R 2 , NR 2 COR , 
HrW. COaR 2 , COR 2 , CONR 2 R 2 , S(0)aR 2 , SONH 2 , 
S(0)R 2 , S0 2 NR 2 R 2 , NR 2 S(0)2R 2 , wherein each R may 
be the same or different and is as defined above; and 
the C 312 cycloalkyl, C3-12 heterocycloalkyl, aryl, and 
heteroaryl groups, are optionally substituted by one or 
more d-12 alkyl 

each saturated carbon in R' \ including the optional fused ring, is 
farmer optionally and independently substituted by -O. -S. 
NNrV =N-OR 2 , =NNHCOR 2 , =WHC0 2 R 2 , =NNS0 2 R , or 
= NR 2 , wherein each R 2 may be the same or different and is as 

on defined above; and 

each substitutable nitrogen atom in R» is optionally substituted 
by R 3 , COR 2 , S0 2 R 2 or C0 2 R 2 , wherein eachR 2 andR may be 
the same or different and is as defined above; 



20 



25 



WO 03/082868 



47 



PCT/GB03/01112 



10 



15 



20 



X 



25 



isNR >; O, S or C^ene mat is option*,, sobshtntedby 
of halogen, baloallcy,, OR>, SR>, NO,, CN . NR COR , 

NrWR*. NR^COtf, NRW, 00*». COR>, CONRR, 
^, SONH 2 , S(0)R>, SOiNRV. — each R 

m ay be the same or different and is as defined above and R is H, Cm 
aBcyl, Cm allcoxy, C,. 4 haloalkyl or Cl . 4 haloalkyl; and 

r b absent or isNR 6 , O. CR*R<, or Cm alkylene wherein eaeh R 6 maybe 
4 e same or different and is H, Cm attyl. Cm aikoxy or Cm h« 
and 

Z is O S or NR 7 wherein each R' may be the same or different and is 

hydrogen, Cm*»1 optionally snbsntoted whh one or more ofhal.de, 
OR 8 MRV or aryl, where eaeh R 8 may be the same or different and 
standforH, CM Ou*W. C M haloa.kyl or CMhaloalkoxy; 

^pharmaceutical* acceptable salts, and omer pharmaceuucally acceptable 
biohydxolyzable derivatives thereof, inclnding eaters, amides,- carbamates, 
carbonates, nreides, solvates, hydrates, affinity reagents or prodrngs thereof. 

A componnd as claimed in claim 1, having the formula aa); 



2 

R 




wherein 

K stands for carbocyclyl, subsututed carbocyclyl, heterocyclyl, or substituted 

30 ^TZZ substiruted carbocyc.,1 or optionally —ted 
heterocyclyl gronp is optionally fnsed to an unsaturated, parhafiy 
nnsa.ura.ed or folly saturated five .o seven memhered rmg contammg 
zero to three heteroatoms, 
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encb sntistitntable carbon atom in K, inclnding .he optional ft- 
option* and independently sntis.itn.ed by one or more o C, 2 
carbocyclyl, or heterocyely,, halogen, tialoalhyh OR ^ • *£J 
OT W NR 2 COR 2 HtaJWW, NR 2 COR 2 , NR 2 C0 2 R , CO* . 

s(0^. sonh, S ( 0)R 2 , so 2 hr 2 R 2 , nrW 2 , 

"L I R 2 may tie the s^re or different and is as denned below 

and wherein: . . 

0,e C,, 2 airy, optionally incorporates one or two- 
selected from Ore gronp consisting of -O, -C(0)-, -NCR H -S(C»)- 
10 ^d-SCW- wherein enchR 2 may tie the same or different and rs 

as defined below; 

the C, amyl, carbocyclyl, or he.erocyclyl group is optionatty 

Abated tiy one or more of haiogen, haloalkyl.OR 

CN HB». NR 2 COR 2 , NR 2 CONR 2 R 2 , NR 2 COR 2 NR CO* 

CO* 2 , COR 2 , CONRW, m#. ^ S ° JNR ' 

NR'SCO)* 2 ; wherein each R 2 may he Ore same or different and 

is as defined below and 

fte carbocyclyl, or heterocyclyl gronp is optionally snbstitnted by 
one or more Ci-12 alkyl, 
each satnrated carbon in the optional fnsed ring is furfce, J-*f - 
independently substituted tiy =0. =S, =NNHR , NNR R -JOR 
— NNHCOR 2 , =NNHCO* 2 , =NNSO* 2 , or=NR , wherem each R may 
be the same or different and is as definedbelow, and 

it* n is ootionally substituted by K , 
each substitutable nitrogen atom in R is option y 
eacn 5.uu=>u or 

25 COR 2 , SO* 2 or CO* 2 , wherein each R and R may 

different and is as defined below, 
R a is bydrogen , C,u aficy, or aryl, optionally substituted by one or m^ of 
cjalil, halogen, Om — * f- «*J* ^ 

NR'CONRV, rfCOK', NR.W. «W ■ ' 
SCO)*', SONH 2 , SCO*', SO. KRV, ^(O^w-m 

- - *• - — rr:;r;;r::" 

selected from the group constsung of -O-, -NCR J I 

wh emin each R< may be the same or different and is as defined below, 
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R 3 is Cm, alkyl or aryl, optionally — ed by one or more « *M 
Mogen, Cm haloalkyl, OR 4 , SR 4 , NO, CN, NR R W COR 
NR'CONRV.NRVOR'.NRW.CO^.CO^.COm'a.StO^, 

SONH, S(0)R 4 , SO, NRV, NR 4 S(0),R 4 , wherein the C, alkyl group 
5 optionafiy incorporates one or two insertions selected from .he group 

consisting of -O-, -NCR 4 )-, -S(0> and -S<0,>, wherein each R may be 
the same or different and is as denned below; 
R 4 is hydrogen, Cm alkyl, or Cm haloalkyl; 

,0 R- is Cm, alky!, C*n M " he,er0CyCly1 ' 

each of which is optionally substituted, wherein: 

Ike optionally substituted carbocyclyl or heterocyclyl group ,s 
optionally fused to one to three unsaturated, partially unsaturated 
or fully saturated five to seven membered rings containing zero to 

i c three heteroatoms, 

each substitutable carbon atom in R-. including me optional fused 
ring is optionally and independendy substituted by one or more 
of Cm, alkyl, C,„ cycloalkyl, C„ heteroeycloalkyl, aryl, 
beteroaryl halogen, haloalkyl, OR 2 , SR 2 , NO,, CN, NR R . 
NR 2 COR 2 , NtfCMRW. NR 2 COR 2 , NR W, CO* , COR 
CONRW, S(0),R 2 , SONH,, S(0)R 2 , SO, NRV. NRW , 
wherein each R 2 may be the same or different and is as defined 

above and wherein: 

the C,.« alkyl group optionally incorporates one or two 
insertions selected from the group consisting of -O-, - 
C(0)-, -N(R 2 )-, -S(0> and -S(0 2 )-, wherein each R may 
be the same or different and is as defined above; 
the Cl . 12 alkyl, Cwa cycloalkyl, Cwa heteroeycloalkyl, 
aryl, or heteroaryl groups are optionally substituted by one 
or more of halogen, haloalkyl, OR 2 , SR 2 , N0 2 , CN 
NrV. NR 2 COR 2 , NR 2 CONR 2 R 2 , NR 2 COR 2 , NR 2 C0 2 R ; 
C0 2 R 2 , COR 2 , CONR 2 R 2 , S(0) 2 R 2 , SONH 2 , S(0)R 2 , 
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SG 2 NR 2 R 2 , NR 2 S(0) 2 R 2 , herein each R 2 may be the 
same or different and is as defined above; and 
• the C 312 cycloalkyl, C 3 , 2 heterocycloalkyl, aryl, or 
heteroaryl groups are optionally substituted by one or 
more C,. 12 alkyl groups; 
saturated carbon in R% inc.uding the optiona. fused nng, » 
^ optionally and independently substiti* ed by =0^=S. 

=N R>, wherein eaeh R 2 may be the same or differen, and rs as 
defined above; and 

in t?' is optionally substituted by 
each substitutable nitrogen atom mR isoptio y 

* COR 2 , S0 2 R 2 or CG 2 R 2 wherein each R and R may be the 
same or different and is as defined above; 

SCO)^, SOKH, S<0)R>, W** **** wberern ^ 
alky., Calkoxy, C.haloalkyl orC.haloalkyl; and 

• mr' o CRV or Cm alkylene wherein each R 6 may be 
isabsentonsNR.O.CRK.or^M hatoa i)rvl 
.he same or different and is H, Cm alkyl, Cm alkoxy ox CMha.oa.kyl. 



25 



, A compoond as c.aimed in c.aim 1 or c.aim 2, wherein R is an aryl I or 
IJXL. o« — d wi,h one or more. « « 
haiogen, OR 9 , SR°, SCR', N(RV wherein each R may be the same 
and stand for hydrogen, Cm alkyl or haloalkyl. 

r r i n ; ms 1 to 3 wherein R is an 
4 A compound as claimed in any one of claims 

optionally substituted aryl, preferably phenyl or napthyl. 
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5 . A compound as claimed in Cairn 4, wherein R is phenyl substituted in 
the 3-(meta) position. 

6 A compound as claimed in Cairn 4 or Cairn 5, wherein R is substituted 
5 «* and the substituent is F, CI or Br, preferably F ; or haloa,*,., preferably CF 3 , 
or alkyl, preferably methyl, ethyl or propyl. 

7 . A componnd as claimed in any one of claims 1 to 6, wherein R' is Cm 
alkyl, alkenyl or alkynyl. 

, - a • ^oirr, 7 wherein Y stands for an alkylene 

8. A compound as claimed in claim 7, wherein 

group. 

9 A componnd as claimed in any one of claims 1 to 6, wherein K stands 
for aryl preferably phenyl, or a heteroaryl containing np to 3 hetero atoms, or a 
^ or heterocycloallcy, group, each of which may be fused to one or 
Z Z ^ternary,, cycloalKy. or heterocycloattyl rings, each ophonally 

10 A compound as claimed in any one of claim 1 or claims 3 to 9 wherein 
R" is H, Cm CM (e.g. methyl, ethyl or propyl), aryl, heteroaryl, cycloallcy, 
heterocycloalkyl. 

U A componnd as claimed in any one of claims 1 to 10, wherein X is NR 5 , 
mo st preferably NH, or a straight chain or branched Cm Cfcylene, e.g. 
methylene or ethylene; 

12 A compound as claimed in any one of claims 1 to U. wherein Y is either 
absent orasttaightof branched ehain Cm, e.g. meUrylene or memylmethylene. 
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13 . A compound as claimed in any one of claims 1 to 11. wherein Y is NR 
e.g. NH, wherein R 6 is as defined in claim 1. 

14 . A compound as claimed in Cairn 13, wherein X stands for N*' wherein 
35 R 5 is as defined in claim 1 - 
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15. A compound as claimed in any one 
O. 



of claims 1 or 3 to 14, wherein Z is 



16. A compound as claimed in any one 



of claims 1 to 15 selected from 




CO p 







H 



O O o ^N^ N ^ 





! Me 




P Ms 
H 






sr 




/? Mo 
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17 
18. 



A prodrug of a compound as defined in any of claims 1 to 16. 



18 ASB « ta ----~^«-~ rfto, 7^ ar 

^ one of claims 1 to 16 which comprises condensing a compound of the 
general formula (H) with the compound of the general formula (01): 



20 



VSi'Sr 

Ft! 3 Si 



L 2 -X-Y-R' 



X— Y— FT 



■ ukr "r' ^R" X and Y are as defined in any one of claims 1 to 16, Z is O, 
,n which R, R , R X ana forrad icals that 

R» stands for Cm straight or branched alkyl andL andL stand 
toge,^ form a condensation prodnct, e., H and OH, to fortn the compound of 
CeralfomrnlaCDoraa) as definedin any one of claims f to m wmcb Z 
stands for oxygen. 

13 19 A process as claimed in claim 18, wherein the compound of the general 
15 lula i On which Z sUmds for O arm V — - OH) is formed by 
reacting a compound of the general formula (VTH) 




(vhd 



25 



mwrncfiRts^andR" am as definedin claimXSandfialst^f^o^ 
atom, preferably bmmine, with an M metal a„<yl, e.g. an - 
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i • a in claim 19 wherein the compound of the general 
20. A process as claimed m claim 19, ^ 
formula (Vffl) is formed by halogenatmg (preferably wi 
compound of the formula (VH) in the 3 positron 
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(vn) 



inwhichRis.RandR" are as defined in claim 18. 

21 A process as claimed in claim 20, — the compound oi : the ^general 



(VI) 




• W c„ RandR" are as defined in claim 18, with an alkali metal alicyl, e.g. an 
,„ winch R and R at fey ^ 

« ^ "* ; R 13 , is as defined in «. » and 

product so obtained with R 3 Si-nai, in wm 

hal stands for a halogen atom. 

, • loim on or 21 wherein the compound of the 
22 A process as claimed m claim 20 or 21. wn 

i rvr> in which R" stands for hydrogen, is formed by 
general formula (VI), m wmcn 
hydrogenating a compound of the general formula (V): 



(V) 



30 



N N hal 
H 



using hydrogen and a catalyst such as Pd-C. 
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, - , • 91 wherein the compound of the general 

23 A process as claimed m claim 21, wherein f 

Llai-hich.", as denned, ^^^^ 
f or hydrogen.is formed by protecting the compound of the general formula (VI), 




(VI) 



10 - ti,^ 1 tuition with a suitable protecting 

in which R" stands for hydrogen, m the 1 position wiui 

form a compound of the general formula (DC) 



15 



20 



25 



30 



OX) 



Prot 



in wM chRis as definediBclaimlSandprots.andsforteprotecUng group and 

.eaung the compound of .he gone,, formu>a DO - a 

, „ an alkvl lithium, and then with a compound R -hal (where 

e.g. an alkyl htm Jg ^ „ does 

halogen, preferably rodme, andR is as oemie 
aotLdforhydrogenJtoformmecompoundofmegeneralformmapC) 




^ - / ^ D „ (X) 

Prot 



inwhichRandR-areisasde^in.aimfSe^p.matR-d^^ 
for hydrogen and in which pro, stands for the protecUng group a d remov mg 
the pLlg group, e.g. pheny,su lp ho„yl, to form a compound ^ g^ere, 
foxmula (VI, in which R and R" are is as defined ,n ctam 18 except 
does not stand for hydrogen. 
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24 . A process as claimed in claim 22 or 23, wherein the compound of the 
general formula (VI) is selected from: 








TBS'" 




TB: 




OOH 




PhOjS a 




Br 





HN- 



OE1 



HN- 



NMe, 



HN- 





HN- 
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NMe 2 
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OOH 




TBS 



25. A process as claimed in any one of claims 22 to 24, wherein the 
compound of the general formula (VI), in which R" stands for hydrogen, is 
formed by hydrogenating a compound of the general formula (V), 



10 



15 




(V) 



in which R is as defined in claim 18 and hal stands for a halogen atom, e.g. 
using hydrogen and a catalyst such as Pd-C. 

26. A process as claimed in claim 25, wherein the compound of the general 
formula (V) is formed by halogenating a compound of the general formula (IV) 
in the 2 position, 



20 




(IV) 



25 



in which R is as defined in claim 18. 

27. A process as claimed in any one of claims 18 to 26, which includes the 
further step of converting the compound of the general formula (I) in which Z 
stands for O into a compound of the general formula (I) in which Z stands for S 
orNR 7 . 
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28 A composition comprising a compound as defined in an, of Cairns 146 

29 . A composition as claimed in Cairn 28 former comprising one or more 
5 other active agent. 

30 A composition as Caimed in Cairn 29 wherein me composition further 
comprises an anti-inflammatory agen«, for example a p38 mmbrto, 

28 30 comprising combining a compound as defined in any 

—a, active agent, with tire pharmaceutical accede earner 

or diluent. 

15 32 A compound as defined in any - Cairns 1-16, or a composition as 
defined in any of claims 28-30, for use in therapy. 

33. A compound as defined in any of claims 1-16, or a composition as 
defined in any of claims 28-30, for inhibiting INK. 

M A compound as defined in any of claims 1-16, or a composition as 
defined in any of claims 28-30, for selectively inhibiting JNK3. 

33 A compound as defined in any of Cairns 1-16, or a compositions 
d!finedina„yofc,aims28-30,fc t n S einmeprevention OT fiea t mentofa JNK - 

mediated disorder. 

36 A compound or a composition as claimed in Cairn 35, wherein the 

30 disease, a rtisord , r wo liferative disorder, cancer, 

autoimmune disease, destructive bone drsorder, profit 
infections disease, allergy, ischemia reperfusion mjury, hear, attack, angmg 

organ hypoxia, vascular hyperplasia, cardiac hypertrophy, mrombm 
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jnd0 ced platele, aggregation and/or any condition associated with proband, 
endoperoxidase synthase-2. 

37 A compound or composition as claimed in Cain, 36, wherein the 
■^degenerative disorder resuits from apoptosis and/or infl—n. 



5 
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38 A compound or composition as claimed in Cairn 36 or Cairn 37, wherein 

« Amyotrophic U~ Seierosis Huston 

Sydenham's chorea; hypogfycemta; head and spma, „ 

^atic head injury; acute . and chrome p. , M ^ 

^hrovascnlardententi^ordemendainanHtV-infectedpaUent. 

caused by a toxic agem, u , svndrome; 
tafl ammatory poly—y, ^^^^1 

polyarteritis nodosa, SIB, Sjogren yn ^ 
secondary to sarcoidosis; multiple mononeuropathy secondary _ 

an infectious disease (e.g. Lyme disease orBTV infection). 
40 Acompound„rcompositionasc,aimedinc,aim36,whe re inthedisorder 

relate: r— ri 

lodenua, chronic thyroiditis, Craves, disease, — ne gastntis, dtahetes, 
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autoimmune haemolytis anaemia, an,— . neutropaenia, 

atopic dermatitis, chronic active hepatitis, myasthenia gravts, multipie sclerose, 

ulcerative colitis, Crohn's disease, psoriasis or graft vs host d,sease. 

5 41 A method of heating or preventing a JNK-mediated disorder in an 
iudividual, which method comprises administering .0 said indivrdnal a 
compound as claimed in any of claims 1-16 or a composition as clatmed m any 
of claims 28-30. 

10 42. A method as claimed in claim 41, wherein the individual is in need of the 
treatment orprevention of the disorder. 

43 A method as claimed in claim 41 ox 42, wherein the disorder is a 
neurodegenerative disorder (including dementia), inflammatory disease, a 
15 disorder linked to apoptosis, particularly neuronal apoptosis, autoimmune 
disease, destructive bone disorder, proliferative disorder, cancer, mfechous 
disease, allergy, ischemia .perfusion injury, heart attack, angiogemc disorder, 
organ hypoxia, vascular hyperplasia, cardiac hypertrophy, thromhm mduced 
platelet aggregation and/or any condition associated with proband* 
20 endoperoxidase synthase-2. 

44. A method as claimed in claim 43, wherein the neurodegenerative 
disorder results from apoptosis and/or inflammation. 

25 45 A method as claimed in claim 43 or 44, wherein the neurodegenerative 
disorder is: dementia; Alzheimer, disease-, Parkinson's disease W** 
Lateral Sclerosis; Huntington's disease; serile chorea; Sydenham s chom. 
hypoglycemia; head and spinal cord trauma including traumatic head mjury, 
!ll chronic pain; epilepsy and seizures; olivopontocerebellar dementi a 
30 neuronal cell death; hypoxia-related neurodegeneration; acute hypoxra 
.utamate toxicity including giutamate neurotoxicity; cerebr, — 
Latin linked to meningitis and/or neurosis; cerebrovascular dementra, or 
dementia in an HIV-infected patient. 
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46 A method as claimed in Cairn 43 or 44, wherein .he neurodegenerative 
Lrder is a periphera, neuropath,, inCuding mononeuropathy, muhm* 
disorder , . oc he foun d in diabetes mellitus, 

^neuropathy or polyneuropathy, such as m y e foun 

i vme disease or uremia; peripheral neuropathy caused by 

Lyme disease inflammatory polyneuropathy, 

^«.Tr,v#>iinatiTi0 disease such as acute or cxuumu 

demyehnahngd, ; malHp]e neuropathy 

c ag— msorder Ce,. nodosa « 

Cn" stroma, — mon—hy secondary to — • 
, impie mononeuropathy secondary .0 a metabolic drsease 

miosis); or mmriple mononeuropathy secondary to an mfectrous 
(e.g. Lyme disease or HIV infection). 

47 A method as maimed in Cairn 4!, 42 or 43, wherein me disorder is 
, taflammatory bowe, disorder, bronchitis; asthma-, acute pancreauus; chrome 
5 inflammatory ouw autoimmune disease 

Iroderma, chronic thyroiditis, Craves, disease, — = ~ 
autoimmhne haemoiytis anaemia, autmmmune neutropaema, torn™ * 
20 atopic dermatitis, chronic active hepatitis, myasthenia gravrs, mump* sclerose 
Jemnvecohhs.Crohn^dise.se.psoriasisorgraftvshostd.sease. 

48 A method as claimed in any of Cairns 41-47, wherein one or more other 
le aglis adn—d to the individoa, simmtaneously, subsequently or 
25 sequentially to administering the compound. 

49 . A method as claimed in claim 48, wherein the other active agent is an 
anti-inflammatory agent such as a p38 inhibitor. 

50 Use of a compound as defined in Cairn l-!6 in the manufacture of a 
lament for the prevention or meatment of a JNK-mediated disorder. 
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51 Use as claimed in claim 50, wherein me disorder is a neurodegenerative 
disorder (including dementia), inflammatory disease, a disorder linked to 
apoptosis, particniarly neuronal apoptosis, autoimmune disease, destructive bone 
disorder, proliferative disorder, carreer, infectious disease, allergy, ischemra 
5 reperfusion injury, hear, attack, angiogenic disorder, organ hypoxia, vascular 
hyperplasia, cardiac hypertrophy, thrombin induced platelet aggregation and/or 
any condition associated with prostaglandin endoperoxidase synthase-2. 

52. Use as claimed in claim 51, wherein the neurodegenerative disorder 
10 results from apoptosis and/or inflammation. 

53 Use as claimed in claim 51 or 52, whemin the neurodegenerative 

disorder is: dementia; Alzheimer's disease; Parkinson's disease; Amyotrophy 

Lateral Sclerosis; Huntington's disease; senile chorea; Sydenham's chorea; 
15 hypoglycemia; head and spina! cord trauma including traumatic head mmry; 

acute and chronic pain; epilepsy and seizures; olivopontocerebellar demenua; 

neuronal cell death; hypoxia-related neurodegeneration; acute hypoxra; 

glutamate toxicity including glutamate neurotoxicity; cerebral ischemra; 

demenua linked to meningitis and/or neurosis; cerebrovascular dementra; or 
20 dementia in an HIV-infected patient. 

54 Use as claimed in claim 51 or 52, wherein the neurodegenerative 
disorder is a peripheral neuropathy, including mononeuropathy, multrple 
mononeuropathy or polyneuropathy, such as may be found in diabetes membra, 
25 Lyme disease or uremia; peripheral neuropathy caused by a toxic agent; 
demyelinating disease such as acute or chronic inflammatory polyneuropathy, 
leukodystrophies or Guillain-Barre syndrome; multiple mononeuropathy 
secondary to a collagen vascular disorder (e.g. polyarteritis nodosa, SLE, 
Sioren's syndrome); multiple mononeuropathy secondary to sarcordosrs; 
30 multiple mononeuropathy secondary to a metabolic disease (e.g. drabetes. or 
amyloidosis); or multiple mononeuropathy secondary to an infectious drsease 
(e.g. Lyme disease or HIV infection). 
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wmSI wherein the disorder is inflammatory bowel 
« TTcp as claimed in claim 51, wnerem 

arthritis, sysieum, v diabetes autoimmune 

colitis, Crohn's disease, psoriasis or graft vs host disease. 

10 56. ^.d^.^-^^-^^""^^ 
includes one ormore other active agent. 

57 . Us e as claimed in claim 56, wherein the other active agent is an anti- 
inflammatory agent snch as a p38 inhibitor. 

58 An assay for determining the activity of the compounds as defined in any 

58 . A n asbay spavins the activity and 
of claims 1-16, comprising providmg a system for assaymg 
assaying the activity of a compound as defined in any of clarms 1-16. 

« An assay as claimed in claim 58, wherein the assay is for the INK 
59. An assay as jHO-specific inhibiting 

inhibiting activity of the compound, preferably for 

activity of the compound. 

i • <:« nr so wherein the assay is a 

60 An assay as claimed m clarm 58 or 59, wher 
25 lti, 1 atio. P «»xrmityAssay(SPA)u S i ng ramolabeneaATP.or,sEUSA. 

61 A memod of inhibiting me activity or function of a JW. particularly 

txtk- to a compound as defined m 

JNK3, which method comprises exposmg a INK to a comp 
^ of ciaima 1-16 or a composition as defined in any of clarms 28^0. 

30 6 , A method as claimed in claim 61. which is performed in a research 
model. 
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63. A method as claimed in claim 62, wherein the research model is an 
animal model. 



